In Hay, 1983 we obtained amniotic Fluid for chromosome studies from a couple h o were both 31 years old. The indication wse parental anxiety because the mother worked closely with mentally retarded adults. The amiotic fluid cell karyotype was female vith a balanced translocation: 46,X,t(X;4)(p21;q35) with the normal X preferentially inactivated. Alpha fetoprotein and detailed ultrasound examinations were normal. Chrormsome studies of the parents were normal, ao the translocation apparently arose as a new mutation.
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Tr, special circumstances complicated the counseling. First, a de novo rearrangerent ascertained by amniocentesis carries roughly a 5% increased risk of birth defects over the general 3-5: population incidence of birth defects, but the available risk estimates do not appear to include the risk of mental retardation without malformation, since follow-rp hss been sporadic of such cases identifled prospectively. Second, in a balanced X/autoaone tranalocstion the structurally normal X is genetically inactivated, which allows expression of any abnormal genes on the translocation X. There are at least 13 other girl8 with Ouchsnne muscular dystrophy who carry a de novo X/sutosome translocation vith a breakpoint st Xp21. In the absence of a family history of muscular dystrophy, these findings suggest a point mutation due to the break at Xp21.
We sdviesd the parents thst the fetua was at 80mt increased rink (of uncertain magnitude) for having malformations, retardation, or muscular dystrophy. The Intrauterine diagnosis places upon the physician the responsibility for making a diagnosis and a prognosis for an individual he has not seen or exami,ned. Prognostication for a fetus with sex chromosomal aneuploidy (SCA) is particularly difficult and varies tremendously in various centers and in various parts of the world. As a result, the message patients get from their counselors and what action patients take varies greatly in different parts of the country. The author has received 86 telephone consults either from counselors or patients from various parts of the U.S.A. and Canada and has followed up the actions taken by these consultands. Two-thirds of couples, who represent a biased selection, have continued the pregnancy, irrespective of the fetal karyotype. The nature of the prognosis and future management of these high risk fetuses, especially the impact of environmental factors and long-term support, will be discussed. 46,XX,-9,+i(9q). We could find no previous reprt of this chromosome abnomlity. Furthemre, the mther reprted that she "drank 3 to 6 beers a day, plus occasional binge drinking" up until pregnancy was diagnosed at 7 weeks gestation. Birth weight was 2.2 kg (below 3rd percentile). Placenta was small, with thin cord and only 2 vessels. The baby was "malnourished" and "peeling", with blood glucose values as l m as 15 mg/dl. At age 19 mnths there was global developntal delay, with skills at 9-10 mnth level and mild hyptonia. At 23 mnths she exhibited a snall midface, narrow palpebral fissures, slight epicanthal folds, mild ptosis, pectus excavatm, bilateral simian creases, clinodactyly V, syndactyly toes 2-4 and dystrophic toe nail V. There was a bicuspid aortic valve and slight aortic insufficiency. It is difficult to sort out phenotypic effects of i(9q) and ethahol embryopathy. Ethanol (via acetaldehyde) has been shown to interfere with the spindle apparatus (Harsanyi et al. Mutation Res. 48:51, 1977) . Acetaldehyde is clastogenic in m a n y Within the ~~66-globin gene region a non-random association of polymorphic restriction sites 5' and 3' to the 6 globin gene has been observed. Between these two clusters lies a 9 kb region including the 6-globin gene which may contain sites of increased recombination. Analysis of DNA from an Albanian family revealed a novel Rsa I site 550 bp 5' to the @-globin gene within the 9 kb region. One maternal and one paternal chromosome were identical at 9 polymorphic sites but differed at the Rsa site. This finding suggests that this polymorphism is randomly associated with previously defined haplotypes. Population screening showed the presence of this site in people of northern European, Mediterranean, Middle Eastern, African,SoutheastAsian and Asian Indian descent, with an overall frequency of 0.39. DNA regions with @S,6E and 6-thalassemia alleles carrying and lacking the Rsa site were also identified. In one individual sequence analysis showed 28 alternating purine-pyrimidine dinucleotides in the region containing the Rsa site, rather than the 26 previously found in other individuals, suggesting that unequal crossing-over in this immediate region may lead to randomization of 5' and 3' polymorphic clusters.
PRENATAL DIAGNOSIS OF THE FRAGILE X CHROMO-SOME Lawrence R. Shapiro and Patrick L. In order to confirm the validity of the successful prospective prenatal diagnostic techniques which we reported in 1982, a plan was designed for the use of amniocytes in tissue culture which included: tissue culture medium 199 for the last 72-96 hours of culture and medium RPMI-1640 to which FUdR in various concentrations, trimethoprim, or methotrexate was added.
To date, a total of 18 amniotic fluid specimens have been tested for fra(X) with the following results: 2 male fetuses positive for fra(X), 8 negative males, and 8 negative females. One of the males positive for fra(X) was confirmed by fetal blood testing prior to termination. The second positive male was confirmed by peripheral blood testing after birth. Follow-up confirmation has been accomplished in 5 of the negative females with 4 cases awaiting delivery and 7 pending.
Additional cases are required for further validation and experimental efforts should continue.
